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Depresión y Alzheimer: consecuencias

• Deterioro cognitivo más rápido

• Pérdida de calidad de vida

• Mayor consumo de psicofármacos

• Incremento costes asistenciales

• Limitación AVD

• Institucionalización prematura 

• Mayor carga del cuidador

• Mayor mortalidad

Holtzer et al 2005; Tatsumi et al 2009; García-Alberca 2017; Livingston et al 2020 
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Background: Depressive disorders such as major depressive disorder (MDD), dysthymia, and subsyndromal depression may be 
serious disabling illnesses. MDD affects more than 16 percent of adults at some point during their lifetimes. Second-generation 
antidepressants dominate the medical management of depressive disorders. These drugs include selective serotonin reuptake 
inhibitors (SSRIs), serotonin and norepinephrine reuptake inhibitors (SNRIs), and other drugs with related mechanisms of action that 
selectively target neurotransmitters.
Objectives: The objective of this report was to compare the benefits and harms of bupropion, citalopram, desvenlafaxine, duloxetine, 
escitalopram, fluoxetine, fluvoxamine, mirtazapine, nefazodone, paroxetine, sertraline, trazodone, and venlafaxine for the treatment of 
depressive disorders, including variations of effects in patients with accompanying symptoms and patient subgroups.
Data Sources: We updated a comparative effectiveness review published in 2007 by the Agency for Healthcare Research and Quality 
searching PubMed, Embase, The Cochrane Library, and International Pharmaceutical Abstracts up to January 2011.
Review Methods: Two people independently reviewed the literature, abstracted data, and rated the risk of bias. If data were sufficient, 
we conducted meta-analyses of head-to-head trials of the relative benefit of response to treatment. In addition, we conducted mixed 
treatment comparisons to derive indirect estimates of the comparative efficacy among all second-generation antidepressants.
Results: From a total of 3,722 citations, we identified 248 studies of good or fair quality. Overall, no substantial differences in efficacy 
could be detected among second-generation antidepressants for the treatment of acute-phase MDD. Statistically significant differences 
in response rates between some drugs are small and likely not clinically relevant. No differences in efficacy were apparent in patients 
with accompanying symptoms or in subgroups based on age, sex, ethnicity, or comorbidities, although evidence within these 
subpopulations was limited.
Differences exist in the incidence of specific adverse events and the onset of action. Venlafaxine leads to higher rates of nausea and 
vomiting, sertraline to higher rates of diarrhea, and mirtazapine to higher rates of weight gain than comparator drugs. Bupropion causes 
lower rates of sexual dysfunction than other antidepressants. The evidence is insufficient to draw conclusions about the comparative 
efficacy and effectiveness for the treatment of dysthymia and subsyndromal depression.
Conclusions: Our findings indicate that the existing evidence does not warrant the choice of one second-generation antidepressant 
over another based on greater efficacy and effectiveness. Differences with respect to onset of action and adverse events may be taken 
into consideration for the choice of a medication.



Abstract
Background: Cognitive dysfunction is often present in major depressive disorder 
(MDD). Several clinical trials have noted a pro-cognitive effect of antidepressants in 
MDD. The objective of the current systematic review and meta-analysis was to assess 
the pooled efficacy of antidepressants on various domains of cognition in MDD.
Methods: Trials published prior to April 15, 2015, were identified through searching 
the Cochrane Central Register of Controlled Trials, PubMed, Embase, PsychINFO, 
Clinicaltrials.gov, and relevant review articles. Data from randomized clinical trials 
assessing the cognitive effects of antidepressants were pooled to determine standard 
mean differences (SMD) using a random-effects model.
Results: Nine placebo-controlled randomized trials (2 550 participants) evaluating 
the cognitive effects of vortioxetine (n = 728), duloxetine (n = 714), paroxetine (n = 
23), citalopram (n = 84), phenelzine (n = 28), nortryptiline (n = 32), and sertraline (n = 
49) were identified. Antidepressants had a positive effect on psychomotor speed 
(SMD 0.16; 95% confidence interval [CI] 0.05–0.27; I2 = 46%) and delayed recall (SMD 
0.24; 95% CI 0.15–0.34; I2 = 0%). The effect on cognitive control and executive 
function did not reach statistical significance. Of note, after removal of vortioxetine
from the analysis, statistical significance was lost for psychomotor speed. Eight head-
to-head randomized trials comparing the effects of selective serotonin reuptake
inhibitors (SSRIs; n = 371), selective serotonin and norepinephrine reuptake
inhibitors (SNRIs; n = 25), tricyclic antidepressants (TCAs; n = 138), and 
norepinephrine and dopamine reuptake inhibitors (NDRIs; n = 46) were identified. No 
statistically significant difference in cognitive effects was found when pooling results 
from head-to-head trials of SSRIs, SNRIs, TCAs, and NDRIs. Significant limitations were 
the heterogeneity of results, limited number of studies, and small sample sizes.
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Abstract
Objective: To review the efficacy of antidepressants and other therapeutic agents for the treatment of cognitive impairment in adults with major depressive disorder 
(MDD).
Data sources: We conducted a database search of MEDLINE, PsycINFO, and Embase through Ovid on May 7, 2019. The year of publication was not restricted. The search 
terms "Major Depressive Disorder," "depress*," "cognit*," and "therapeutics" were used.
Study selection: The studies included in this review were clinical trials of antidepressants and other therapeutic agents in MDD populations. Participants were aged 
between 18 and 65 years and had a DSM-III, -IV, or -5 diagnosis of MDD. In total, 2,045 research papers were screened, 53 full-text articles were assessed, and 26 articles 
were eligible to be included in this systematic review.
Data extraction: The data and quality of research papers were assessed and screened by 2 independent reviewers. Discrepancies were resolved through a third reviewer.
Results: Overall, studies demonstrated that tricyclic antidepressants do not have procognitive effects, while vortioxetine and bupropion have demonstrated procognitive
effects in MDD populations relative to selective serotonin reuptake inhibitors and serotonin-norepinephrine reuptake inhibitors. Several non-antidepressant agents, such 
as modafinil, amphetamines, and erythropoietin, have also demonstrated significant positive effects on cognition in depression.
Conclusions: Present-day antidepressants and other agents have demonstrated procognitive effects in MDD, but the findings between various agents are mixed. Further 
research looking at objective measures of cognitive performance would be helpful to obtain more definitive results regarding the efficacy of therapeutics for cognitive 
impairment in MDD
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Results from the linear mixed model



PRIMERA

Conclusiones

La depresión es frecuente en la EA y se asocia con una mayor

discapacidad, peor calidad y menor esperanza de vida. 

Los antidepresivos se prescriben con frecuencia para su

tratamiento.



SEGUNDA

Conclusiones

Las pruebas sobre las tasas de remisión favorecen a los

antidepresivos, pero la evidencia es de calidad moderada y no

proporciona un fuerte apoyo a la eficacia de los antidepresivos

para el tratamiento de la depresión en la EA, especialmente

después de 12 semanas.



TERCERA

Conclusiones

Nuevos antidepresivos atípicos o de acción multimodal, como

tianeptina y vortioxetina, pueden contribuir a reducir la

sintomatología depresiva y mejorar la función cognitiva en

pacientes con EA.

Estos efectos positivos probablemente proporcionan beneficios

adicionales al dirigirse a mecanismos fisiopatológicos diferentes

en comparación con otros antidepresivos.



CUARTA

Conclusiones

Estos resultados deberían inspirar el diseño de futuros ensayos

controlados a largo plazo que contribuyan a respaldar el uso de

estos nuevos antidepresivos para mejorar la función cognitiva

en pacientes con EA. Además, este estudio podría ayudar a los

clínicos en el tratamiento de la EA y beneficiar a los pacientes

afectados.
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